Our current understanding of glucose homeostasis is centered on glucose-induced secretion of insulin from pancreatic islets and insulin action on glucose metabolism in peripheral tissues. In addition, however, recent evidence suggests that neurocircuits located within a brain-centered glucoregulatory system work cooperatively with pancreatic islets to promote glucose homeostasis. Among key observations is evidence that, in addition to insulin-dependent mechanisms, the brain has the capacity to potently lower blood glucose levels via mechanisms that are insulin-independent, some of which are activated by signals emanating from the gastrointestinal tract. This review highlights evidence supporting a key role for a "gut-brain-liver axis" in control of glucose homeostasis by the brain-centered glucoregulatory system and the implications of this regulatory system for diabetes pathogenesis and treatment.
Introduction
A devastating consequence of the worldwide obesity epidemic is a steady rise in the number of patients with type 2 diabetes (T2D). The global prevalence of T2D is estimated at 347 million currently, and this number is projected to increase to 552 million by 2030 [1] . In the United States alone, 29.1 million individuals (9.3% of the population) are diabetic, with T2D accounting for 90% to 95% of all diagnosed cases [2] . The risk of diabetes complications increases as a function of rising plasma glucose levels; currently, adequate glycemic control is achieved by only approximately 40% of patients with T2D [3] . These observations collectively highlight the need for new strategies to more effectively treat T2D and thereby reduce the enormous toll on human health taken by this disease.
Historically, the primary focus of the diabetes research community has been on pancreatic islet b cells and insulin-sensitive tissues, and this work has revealed an enormous amount with respect to the contribution made by defective insulin secretion or action (or both) to the development of impaired glucose tolerance (IGT) and T2D [4] . However, an increasing body of evidence supports the existence of specific neurocircuits that sense and integrate a variety of afferent signals and in response trigger adaptive changes of glucose metabolism in peripheral tissues, collectively referred to as the braincentered glucoregulatory system (BCGS). The BCGS appears to act coordinately with pancreatic islets to regulate blood glucose levels via both insulin-dependent and insulin-independent mechanisms [5] . An improved understanding of how BCGS-islet interactions participate in normal and abnormal glucose homeostasis may ultimately facilitate the development of more successful therapeutic regimens.
A role for the brain in glucose homeostasis was first proposed by the French physiologist Claude Bernard on the basis of his observations that glycosuria could be induced in rabbits by lesions directed to the floor of the fourth ventricle [6] . Nearly a century later, Oomura and colleagues [7] and Anand and colleagues [8] confirmed the presence of specialized glucose-sensing neurons within the hypothalamus that could be either excited or inhibited by fluctuations of ambient glucose levels.
Subsequent studies identified distinct subsets of these neurons as being either "glucose-excited" or "glucoseinhibited" [9] , and new technologies in mouse genetics, viral tracing, optogenetics, and DREADDs (designer receptor exclusively activated by designer drugs) are rapidly accelerating research progress. The goals of this review are to highlight recent advances in our understanding of neural and hormonal connections linking the brain and gastrointestinal tract in the control of glucose homeostasis and how they interact with the islet-centered glucoregulatory system.
The gut-brain-liver axis
After ingestion of a meal, the presence of nutrients in the gastrointestinal tract initiates complex neural and hormonal responses that inform the brain of ongoing changes in nutritional status. The gut is richly supplied with primary visceral afferent nerve fibers from both sympathetic and parasympathetic branches of the autonomic nervous system [10] . Neural signals from the gut are integrated by hindbrain nuclei that project in turn to forebrain regions, including the hypothalamus [11, 12] . The gut also informs the brain of current nutritional status by secreting a host of gut peptides from both enteroendocrine cells-ghrelin, cholecystokinin (CCK), and glucagon-like peptide 1 (GLP-1)-and enterocytes (fibroblast growth factor 19, or FGF19). Some of these hormones communicate with the central nervous system (CNS) primarily via effects on nearby afferent nerve fibers supplying the gut, whereas others are secreted from the gut into the circulation, whereupon they enter the brain to mediate their central effects [13, 14] .
An emerging picture suggests that some of these gut signals are involved a "gut-brain-liver axis" that participates in glucose homeostasis. Increased levels of circulating nutrients (glucose, fatty acids, and amino acids) following a meal generate signals to the CNS regarding short-term energy status and act within the hypothalamus and hindbrain to regulate both food intake and glucose homeostasis [15] . Neurons in these brain areas can be either excited or inhibited in response to glucose, lactate, or other nutrients (for example, oleic acid or leucine), and central infusion of many of these nutrients has been shown to lower circulating glucose levels by inhibiting hepatic glucose production (HGP) [16] [17] [18] [19] .
The intestinal neuronal network has also been identified as a target for nutrient regulation of glucose homeostasis. Using an intra-intestinal nutrient infusion paradigm in rats, Lam and colleagues report that infusion of lipids into either the duodenum or jejunum reduces HGP, with the specific mechanisms underlying this effect depending on the intestinal segment being targeted [20, 21] . The metabolic response to intra-intestinal lipid infusion appears to involve increased concentrations of longchain fatty acids (LCFAs) within enterocytes and is abolished by either hepatic vagotomy or blockade of hindbrain glutamatergic receptors (vagal afferents communicate with hindbrain neurons via glutamate release). Intraduodenal lipids also stimulate the release of CCK from duodenal I cells, and activation of CCK receptors on vagal afferents is implicated in the mechanism that lowers HGP [22] . The same group reported that, in the jejunum, administration of either glucose or lipids also reduces HGP, and this effect cannot be explained by entry of nutrients into the hepatic portal vein, since equimolar infusion of glucose directly into the portal vein was without effect [23] .
The gut hormone GLP-1 is also secreted postprandially from the distal small intestine and acts through a specific G-protein-coupled receptor (GLP1R) expressed on pancreatic b and d cells, CNS neurons, afferent and efferent enteric neurons, vagal and dorsal root ganglia, vascular smooth muscle, and gastric antrum and pylorus among other sites [24] . GLP-1 is defined as an "incretin" on the basis of its ability to enhance glucose-induced insulin secretion [25] . When administered peripherally, GLP-1 also inhibits glucagon secretion, slows gastric emptying, reduces food intake, and increases insulin-independent glucose disposal [26] . Accordingly, long-acting GLP-1 analogues are widely used in the treatment of T2D, but they also have documented benefit in patients with type 1 diabetes (T1D), despite having no ability to increase insulin secretion in this setting [27] . The mechanisms underlying the insulin-independent action of GLP-1 are unknown, but both peripheral and central sites of action likely contribute. In the periphery, GLP-1 infusion into the hepatic portal vein both increases the firing rate of the vagus nerve and enhances glucose disposal [28, 29] . Similarly, centrally administered GLP-1 improves glucose tolerance, whereas intracerebroventricular (ICV) infusion of a pharmacological inhibitor of GLP-1 receptors impairs glucose tolerance [30] . Together, these findings suggest that intact neuronal GLP-1 signaling is required for normal glucose homeostasis, which implies that the glucoselowering action of GLP-1 involves central as well as peripheral mechanisms. However, the role of CNS or vagal GLP-1 signaling (or both) in glucose homeostasis remains controversial, as the glucose-lowering effects of the longacting GLP-1 agonist liraglutide are maintained in mice with either vagal-or brain-specific deletion of GLP1R [31] .
The enterocyte hormone FGF19 is a member of the FGF hormone family (which includes FGF21 and FGF23) that was discovered in a screen of genes induced by activation of the bile acid receptor, farnesoid X receptor (FXR) [32] .
In response to a meal, increased release of bile acids into the intestine is hypothesized to increase FXR signaling in enterocytes and thereby induce FGF19 synthesis and secretion [33] . FGF19 was initially identified as a key regulator of hepatic bile acid homeostasis via its effect to inhibit CYP7A1, the rate-limiting enzyme in hepatic bile acid synthesis, and growing evidence suggests that FGF19 may participate in glucose homeostasis as well. When administered peripherally, FGF19 improves glucose tolerance in both genetically obese (for example, leptindeficient ob/ob mice) and diet-induced obese (DIO) mice [34] . In the liver, FGF19 reduces HGP via actions that closely resemble those of insulin but are insulinindependent [35] . Moreover, these hepatic actions may be mediated centrally, since ICV FGF19 administration improves glucose tolerance in DIO rats, whereas ICV administration of an FGF-receptor inhibitor has the opposite effect [36] . As for GLP1, available evidence suggests that intact neuronal FGF signaling is required for normal glucose homeostasis.
Indirect control of hepatic glucose production by brain insulin signaling
The fact that insulin inhibits HGP via a direct action on hepatic insulin receptors is well established. Binding of insulin to its receptor on hepatocytes activates the canonical insulin receptor substrate (IRS)-phosphatidylinositol 3-OH (PI3K)-Akt pathway [37] . Among many intracellular targets of the serine-threonine kinase Akt is Forkhead box protein O1 (FoxO1), a transcription factor that potently stimulates hepatic gluconeogenesis [38] . Phosphorylation of FoxO1 by Akt inhibits its transcriptional activity, and this effect is required for insulin to suppress HGP [37] . A role for hepatic insulin action in the physiological control of HGP was established with the demonstration of severe glucose intolerance and insulin resistance in mice with liver-specific knockout of the insulin receptor (LIRKO mice), and a similar phenotype is seen in mice with liver-specific deletion of the two hepatic Akt isoforms (DLKO mice) [39, 40] . Not surprisingly, activation of FoxO1 in hepatocytes (owing to reduced Akt signaling) is implicated in the increased HGP characteristic of these mouse models.
In addition to its direct hepatic effect, however, growing evidence suggests that HGP can be inhibited by insulin action at a remote site. Buettner and colleagues [41] demonstrated in mice that although knockdown of hepatic insulin receptors (using insulin receptor anti-sense oligonucleotides) has the expected effect of markedly attenuating hepatic insulin signaling, HGP can nevertheless be inhibited by hyperinsulinemia. Subsequent evidence of an indirect pathway for insulin regulation of HGP comes from comparison of DLKO mice with mice with liver-specific deletion of FoxO1 as well as of the two AKT isoforms (TLKO mice). Unlike glucose intolerance of LIRKO mice, TLKO mice exhibit normal glucose homeostasis and intact inhibition of HGP in response to hyperinsulinemia, although hepatocytes of these mice are insulin-insensitive [39] . These data suggest that (a) insulin can inhibit HGP via both direct and indirect pathways, (b) insulin action via the indirect pathway is sufficient to maintain normal glucose homeostasis, (c) excessive hepatic FoxO1 signaling (as occurs in LIRKO and DLKO mice) can block both direct and indirect pathways.
Although the mechanisms mediating the indirect control of HGP by insulin remain to be elucidated, insulin action on neuronal insulin receptors likely plays a role [42] . In humans, intranasal application of insulin lowers postprandial blood insulin levels [43] and improves wholebody insulin sensitivity in lean patients as assessed by the hyperinsulinemic euglycemic clamp [44] . In rodents, lowdose ICV insulin is reported to increase hepatic insulin sensitivity, whereas infusion into the third ventricle of insulin receptor antibodies or an inhibitor of PI3K decreases hepatic insulin sensitivity and impairs the ability of systemic insulin to suppress HGP [45, 46] . These findings suggest that neuronal insulin signaling is required to maintain HGP within normal limits.
A signal transduction mechanism forwarded to explain this insulin effect involves activation of neuronal ATPsensitive potassium (K ATP ) channels via the IRS-PI3K pathway. K ATP channels are expressed by neurons in the hypothalamus and are composed of an inwardly rectifying potassium ion channel (Kir6.2) subunit and sulfonylurea receptor subunit. When the channel is activated (or "opened") (for example, in response to the drug diazoxide), potassium ions diffuse down the concentration gradient from the intracellular to the extracellular space, thereby reducing resting membrane potential and the likelihood of firing [47, 48] . A similar effect is observed following ICV administration of insulin, which activates K ATP channels and thereby decreases the firing rate of insulin-responsive hypothalamic neurons [49] . These neuronal effects of insulin are blocked by ICV co-infusion of either the K ATP channel inhibitor tolbutamide or the PI3K inhibitor wortmannin, and these interventions also negate the effect of ICV insulin to lower HGP [48, 50] . Interestingly, ICV infusion of diazoxide mimics the glucose-lowering effects of ICV insulin in rats [48] , and in humans, systemic administration of diazoxide reduces HGP even when circulating insulin levels are clamped, implying an insulin-independent mechanism [51] .
Extra-hypothalamic sites such as the dorsal vagal complex of the hindbrain are also implicated in the indirect control of HGP by insulin, apparently via insulin receptormediated activation of extracellular signal-related kinase (ERK) 1/2 rather than PI3K [52] . A distributed network of insulin-responsive neurons may therefore participate in the indirect control of HGP by insulin.
The efferent mechanism(s) linking the brain to indirect control of HGP by insulin may involve vagal efferent fibers, as ablation of efferent, but not afferent, vagal input to the liver prevents the effect of centrally administered insulin to inhibit HGP [48] . Additional mechanisms are likely, however, and going forward, studies to definitively identify mechanisms linking the brain to indirect control of HGP are an important scientific priority.
Brain regulation of insulin-independent glucose disposal
Although there is little doubt that insulin receptor signaling in peripheral tissues plays a key role in glucose homeostasis (especially in the postprandial state), growing evidence suggests that both HGP and tissue glucose uptake can also be controlled via insulin-independent mechanisms. Evidence that the brain can potently induce insulinindependent glucose lowering stems in part from studies of rodents with uncontrolled diabetes. Unger and colleagues [53, 54] demonstrated that, when administered systemically at pharmacological doses, the adipocyte hormone leptin normalizes elevated blood glucose levels in rats and mice with uncontrolled diabetes, whether induced by a b cell toxin-streptozotocin (STZ)-or by autoimmune destruction (in non-obese diabetic mice). A role for the brain in this anti-diabetic leptin action was identified initially on the basis of the finding that, in rats with STZ-diabetes, continuous ICV infusion of leptin normalized markedly elevated blood glucose levels at low doses that are ineffective when administered peripherally [55] . Subsequent work in the STZ-diabetic rat model by Morton and colleagues [55] demonstrated that ICV leptin infusion both increases tissue glucose uptake and normalizes HGP despite persistent severe insulin deficiency. One implication of these findings is that, since insulin levels were too low to explain the observed normalization of HGP, the effect of central leptin cannot be attributed to increased hepatic insulin sensitivity. This conclusion implies that the brain has the capacity to normalize HGP and restore euglycemia to diabetic animals even in the absence of insulin.
Although the mechanisms whereby central leptin administration mediates glucose lowering in the absence of insulin remain uncertain, the effect involves both decreased gluconeogenic gene expression in liver and increased whole-body glucose turnover and glucose uptake in peripheral tissues, including skeletal muscle, heart, and brown adipose tissue [56] . Work from the Shulman laboratory [57] recently suggested that the primary mechanism mediating the central action of leptin in diabetic rats involves inhibition of the hypothalamicpituitary-adrenal (HPA) axis and associated lowering of elevated circulating glucocorticoid levels. Such an effect is plausible since the HPA axis is clearly activated in uncontrolled diabetes and since ICV leptin reverses this effect [55] . Other findings, however, suggest that normalizing HPA axis activity is insufficient to reverse diabetic hyperglycemia [58] , suggesting that further work is needed for a comprehensive understanding of the mechanisms by which central leptin signaling normalizes blood glucose in the absence of insulin.
Glucose effectiveness
Glucose tolerance measures the efficiency with which glucose is cleared from the bloodstream after a glucose load, and it is determined by both insulin-dependent and -independent mechanisms. The insulin-independent component of glucose tolerance, termed "glucose effectiveness" (GE), can be calculated in humans and rodents on the basis of minimal model analysis of glucose and insulin kinetics during a frequently sampled intravenous glucose tolerance test developed by Bergman and colleagues [59] . Our recent work in ob/ob mice investigated whether the glucose-lowering action of FGF19 in the brain involves an insulin-independent mechanism [60] . The rationale underlying this work lies in part in the fact that insulin-independent mechanisms contribute as much to glucose tolerance as insulin does [61] and that in ob/ob mice GE is reduced by approximately 75% [62] . It was therefore difficult to envision a scenario in which FGF19 could normalize glucose tolerance in these animals (as reported by Fu and colleagues in 2004 [34] ) unless GE were to increase. Consistent with this hypothesis, we found that ICV FGF19 markedly improves glucose tolerance in ob/ob mice by potently, rapidly, and selectively increasing GE [60] . These observations support the overarching concept that, in response to neural and hormonal signals generated by nutrient signaling in the gut, the brain can influence glucose homeostasis via both insulin-dependent and -independent mechanisms (Figure 1 ).
Bariatric surgery
The ineffectiveness of medical therapy for the treatment of obesity has driven the development of multiple bariatric surgical procedures, including Roux-en-Y gastric bypass (RYGB) and sleeve gastrectomy. In 1952, Henrikson performed the first surgical intervention for the treatment of obesity, and with subsequent refinement bariatric surgery has emerged as a relatively safe and effective therapeutic option for some obese patients [63] . Unexpectedly, some bariatric surgical procedures also produce an almost immediate glucose-lowering effect that appears to involve mechanisms that are at least partly independent of weight loss. Consequently, although remission of T2D is rare with conventional treatment, it is common (typically, in more than 50% of cases) following RYGB surgery [64] .
Although the physiological and molecular mechanisms underlying the metabolic benefits of bariatric surgery remain incompletely understood, a marked increase in the rapidity with which ingested nutrients enter the small intestine appears to be key. In response, a number of profound intestinal adaptations are described, including hypertrophy of intestinal mucosa, increased postprandial secretion of gut hormones (including GLP-1, PYY, and FGF-19), increased serum bile acid levels, reprogramming of intestinal glucose metabolism, and alterations of gut microbiota [65] [66] [67] [68] . A growing literature has begun to unravel the contributions made by each of these adaptations to improvements of glucose homeostasis after bariatric surgery, and it seems reasonable to anticipate that metabolic benefit is conferred by a constellation of many of these effects (rather than by a single, overarching mechanism). Nonetheless, Seeley and colleagues [69] recently reported that metabolic benefit arising from vertical sleeve gastrectomy is linked to increased circulating bile acids and is prevented in Glucose homeostasis is hypothesized to involve cooperative and coordinated interactions between brain-and islet-centered regulatory systems. After a meal, nutrients in the gastrointestinal tract are absorbed into the circulation. Rising blood glucose levels trigger pancreatic b cells to secrete insulin, which lowers blood glucose levels both by inhibiting hepatic glucose production and by stimulating glucose uptake into insulin-sensitive tissues (primarily muscle and adipose tissue). Like the islet, the brain-centered glucoregulatory system (BCGS) senses and integrates multiple humoral-nutrients, glucose, leptin, and fibroblast growth factor 19 (FGF19)-and neural (vagal afferent) signals of nutritional status and in response promotes glucose disposal by both insulin-dependent and -independent mechanisms. In this way, coordinated activation of both islet-and brain-centered systems by incoming nutrients serves to maintain blood glucose levels within a narrow physiologic range.
mice lacking the bile acid receptor, FXR. Interestingly, activation of FXR by bile acids is required for intestinal secretion of FGF19 (FGF15 in rodents), raising the untested possibility that this hormone plays a key role in the glucose-lowering effect of the procedure.
Does the brain play a role in the response to bariatric surgery? In humans, changes in neural activity in brain reward centers in response to food cues can be measured by functional magnetic resonance imaging, and this brain response is modified after RYGB in a manner dissimilar to that observed in patients who underwent gastric banding for obesity [70] . (Unlike RYGB, gastric banding reduces, rather than increases, the rate of intestinal nutrient delivery.) In a rat model, Jiao and colleagues [71] demonstrated that the effect of duodenal-jejunal bypass (DJB) to improve glucose tolerance is prevented by hepatic vagotomy. Moreover, Breen and colleagues [23] reported that DJB is effective in lowering blood glucose levels in rats with STZ-induced uncontrolled diabetes, implicating insulin-independent mechanisms in the effect, and Paranjape and colleagues [72] reported that intact insulin signaling in the ventromedial hypothalamic nucleus (VMN) is necessary for the ability of RYGB to improve hepatic insulin sensitivity in a rat DIO model. The hypothesis that the VMN is involved in the improvement of glucose homeostasis after bariatric surgery is of interest given its known role in the neural control of hepatic glucose metabolism by efferent sympathetic nervous system fibers that reach the liver via the splanchnic nerve [73] [74] [75] . Whether the brain plays a major role in the anti-diabetic effect of bariatric surgery in humans is an important unanswered question; if so, interventions that target brain, intestine, and islet together may achieve improvements in glucose homeostasis greater than those that can be achieved by insulin-based therapies alone.
Summary and concluding remarks
A growing body of evidence in animal models and humans supports a key role for the brain in the control of glucose homeostasis. Although the focus of the diabetes research community has traditionally been placed on the islet, clear evidence now indicates that the brain can exert potent and rapid effects on both HGP and glucose uptake and that, in some cases, the effect involves insulin-independent mechanisms. Historically, the delivery of therapeutics to the brain has been hindered both by the challenge imposed by drug delivery across the blood-brain barrier (BBB) and by the potential for worrisome off-target effects. However, the development of novel drug delivery systems designed to circumvent the BBB, including intranasal preparations, nanocarriers, and structural manipulation and targeted use of endogenous transport/carrier systems, holds promising for the future of brain-directed therapies. Similarly, the use of biologicals may reduce unwanted side effects associated with smallmolecule drugs, many of which have significant off-target effects. Moving forward, it will be important to better understand how brain and islet interact on a day-to-day basis in the normal and abnormal control of glucose homeostasis. Also important are studies to clarify how the brain promotes insulin-independent glucose disposal and whether such an effect contributes to the improvement of glucose homeostasis in patients with T2D after bariatric surgery. Studies along these lines have important potential to advance our understanding of diabetes pathogenesis and to identify new treatments for diabetes and related disorders.
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